Windup is a progressive, frequency-dependent increase in the excitability of trigeminal and spinal dorsal horn wide dynamic range (WDR) nociceptive neurons to repetitive stimulation of primary afferent nociceptive C-fibers. Superficial dorsal horn neurokinin 1 receptor (NK1R)-expressing neurons were recently shown to regulate sensitization of WDR nociceptive neurons through activation of a defined spino-bulbo-spinal loop. However, the windup of WDR nociceptive neurons was not regulated through this loop. In the present study, we sought to identify the alternative circuit activated by dorsal horn NK1Rs that mediates WDR neuron windup. As a model we used the rat spinal trigeminal nucleus, in which the subnucleus oralis (Sp5O) contains a pool of WDR neurons that receive their nociceptive C-input indirectly via interneurons located in the medullary dorsal horn (MDH). First, we found that intravenous injection of NK1R antagonists (SR140333 and RP67580) produced a reversible inhibition of Sp5O WDR neuron windup. Second, we anatomically identified in the MDH lamina III a subpopulation of NK1R-expressing local interneurons that relay nociceptive information from the MDH to downstream Sp5O neurons. Third, using microinjections of NK1R antagonists during in vivo electrophysiological recordings from Sp5O WDR neurons, we showed that WDR neuron windup depends on activation of NK1Rs located in the MDH laminae I-III. We conclude that, in contrast to central sensitization that is controlled by a spinobulbo-spinal loop, Sp5O WDR neuron windup is regulated through a local circuit activated by MDH lamina III NK1Rs. Ó
Introduction
Pain is clearly a subjective experience that is generated within the brain and integrally associated with emotional, cognitive and learned behaviors. However, nociceptive neurons within the spinal cord dorsal horn (DH) and spinal trigeminal nucleus also analyze and decipher the significance of peripheral inputs before transmitting nociceptive information to higher brain regions [47] . Among these neurons, the wide dynamic range (WDR) nociceptive neurons play a critical role in the sensory discriminative analysis of nociceptive stimuli. In rats, WDR neurons are preferentially located in the deep laminae (IV-VI) of the spinal and medullary DH [57, 64] and the subnucleus oralis of the spinal trigeminal nucleus (Sp5O) [15] . Most WDR neurons display a striking form of activity-dependent plasticity referred to as windup. Windup of C-fiber-evoked response consists in a progressive increase in neuronal responses to repetitive thermal or electrical stimulation. Initially described by Mendell [45] , this phenomenon occurs in neurons within the dorsal and ventral horns 
